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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/GB2004/004783 



Box No. I Basis of the opinion 



1 * SIM opi , nion has tew established on the basis of the international application in 

the language in which it was filed, unless otherwise indicated under this item. 

D In5.Po P i i0n ha ^ ^en established on the basis of a translation from the original language into the following 
(unde? Rules 12 ! 3 and 23 Hti))* 9 * ° f * translation furnished for th * purposes of international search y 

2 * ™I!i^^h any . nuc, * otide J ndto ' amino *™<* sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ in written format 

□ in computer readable form 

c. time of filing/furnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 

3 ' D El? S n fn^f ^ aSe i h ? £° re than one version or °°W of a sequence listing andybr table relating thereto 
has been hied or furnished, the required statements that the information in the subsequent or additional 

J[J^ fumifhed app,iCation as f,,ed or does not 9° be y° nd the application as fited as 
4. Additional comments: 
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Box No. II Priority 



1 . □ The following document has not been furnished: 

□ copy of the earlier application whose priority has been claimed (Rule 43o/s.1 and 66.7(a)). 

□ translation of the earlier application whose priority has been claimed (Rule 43to/s.1 and 66.7(b)). 

Consequently it has not been possible to consider the validity of the priority claim. This opinion has 
nevertheless been established on the assumption that the relevant date is the claimed priority date. 

2. □ This opinion has been established as if no priority had been claimed due to the fact that the priority claim 

fSn^tl !™ a,,d J^ ules 43/ >if 1 and 64.1 ). Thus for the purposes of this opinion, the international 
filing date indicated above is considered to be the relevant date. 

3 H I^^^f'onal Searching Authority has not been able to consider the validity of the priority claim because 

* % IT a PP |,c f. tlon wn °se priority has been claimed was not available to the International 

hffn Sk'KW l the t,me *? at th u e se 5 ch was conducte d (R">e 17.1). This opinion has nevertheless 
been established on the assumption that the relevant date is the claimed priority date. 

4. Additional observations, if necessary: 
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applicability Non " estab,lshment of °P'"'on with regard to novelty, inventive step and industrial 



The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 

S claims Nos. 24-25(completely), 1 -23(partially) 
because: 

□ the said international application, or the said claims Nos. relate to the following subject matter which 
does not require an international preliminary examination (specify): 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos are so 
unclear that no meaningful opinion could be formed (specify): 

D Suld be formS " C ' aimS N ° S ' *** S ° inadec > uate| y supported by the description that no meaningful opinion 
B ^mptetl^f-iS^rS^ bee " established for the whole application or for said claims Nos. 24-25 

D ^SBM ,isting does not ""v* wrth the standard <> rov * ed for in A — 

the written form D has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

° £S ^1JSffh?/ h K n ^*^ and ^ r amlno acid se 9 uence "sting, if in computer readable form only do 
not comply with the technical requirements provided for in Annex C-bisol the Administrative Ins^tons! 

□ See separate sheet for further details 
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Box No. IV Lack of unity of invention 

1 . H In response to the invitation (Form PCTylSA/206) to pay additional fees, the applicant has: 

H paid additional fees. 

□ paid additional fees under protest. 

□ not paid additional fees. 

2. □ This Authority found that the requirement of unity of invention is not complied with and chose not to invite 

the applicant to pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rule 13.1, 13.2 and 13.3 i; 

□ complied with 

not complied with for the following reasons: 
see separate sheet 

4. Consequently, this report has been established in respect of the following parts of the international application: 

□ all parts. 

B the parts relating to claims Nos. 1-23 (partially) 




1. Statement 



Novelty (N) 



Yes: Claims 
No: Claims 



8-10,20-22 
1-7,11-19,23 



Inventive step (IS) 



Yes: Claims 
No: Claims 



1-23 



Industrial applicability (IA) 



Yes: Claims 
No: Claims 



1-11 



2. Citations and explanations 



see separate sheet 
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Box No. VI Certain documents cited 

1. Certain published documents (Rules 43bisA and 70.10) 
and /or 

2. Non-written disclosures (Rules 435/s.l and 70.9) 
see form 210 



Box No. VIII Certain observations on the international application 




, description, and drawings or on the question whether the 

le: 



see separate sheet 
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IV. Lack of unity (Continuation) 

The present application does not satisfy the requirements of Rule 13.1 ,13.2 and 13.3 PCT 
as the requisite unity of invention does not exist inasmuch as a technical relationship 
involving one or more of the same or corresponding special technical features does not 
exist between the subject-matter of the following inventions. 

The technical problem underlying the present application is the provision of immune 
modulator compositions for the treatment or prevention of autoimmune diseases or 
disorders comprising a whole cell of a bacterium from the order Actinomycetales. 

The solutions to this technical problem provided by the application are : 

1) claims 1-23 (partially) : use of an immune modulator composition comprising a whole 
cell bacterium from the genus Rhodococcus for the treatment or prevention of autoimmune 
diseases or disorders 

2) claims 1-23 (partially) : use of an immune modulator composition comprising a whole 
cell bacterium from the genus Gordonia for the treatment or prevention of autoimmune 
diseases or disorders 

3) claims 1 -23 (partially) : use of an immune modulator composition comprising a whole 
cell bacterium from the genus Nocardia for the treatment or prevention of autoimmune 
diseases or disorders 

4) claims 1-23 (partially) : use of an immune modulator composition comprising a whole 
cell bacterium from the genus Dietzia for the treatment or prevention of autoimmune 
diseases or disorders 

5) claims 1-23 (partially) : use of an immune modulator composition comprising a whole 
cell bacterium from the genus Tsukamurella for the treatment or prevention of autoimmune 
diseases or disorders 
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6) claims 1-23 (partially) : use of an immune modulator composition comprising a whole 
cell bacterium from the genus Nocardioides for the treatment or prevention of autoimmune 
diseases or disorders 



Different prior art documents disclose immune modulator compositions for the treatment 
or prevention, of autoimmune diseases or disorders comprising a whole cell of a bacterium 
from the order Actinomycetales. 

WO03049752 : discloses the use of a bacterial preparation comprising killed Rhodococcus 
or Nocardia bacteria for the treatment of autoimmune disease e.g. rheumatoid arthritis 
(see page 4, line 22-27; page 6, line 5-8; claims 3,5,15 and 1 6). 

AU706122 : discloses the use of killed Mycobacterium vaccae bacteria, belonging to the 
order Actinomycetales, for the treatment of vascular diseases which are immunologically 
mediated (see page 4, line 3-22; example 2 and 4; claims 1 -3 and 9-1 1 ). 

Conforti et al., European Journal of Pharmacology (1997): 324, 241-247 : discloses that 
the treatment with Mycobacterium Butyricum, belonging to the order Actinomycetales, 
suppresses adjuvant induced arthritis (see abstract). 

WO8505034 : discloses the use of whole cell Mycobacterium vaccae for the prevention 
and treatment of arthritic diseases (see abstract; page 2, line 3-9 and 15-22; page 5 line 
25 - page 6, line 7; claims 1 ,6,10). 

In view of these prior art documents, the technical problem can be defined as the provision 
of alternative immune modulator compositions for the treatment or prevention of 
autoimmune diseases or disorders comprising a whole cell of a bacterium from the order 
Actinomycetales. Taking into account the disclosure in the prior art, bearing in mind the 
essential differences among the solutions provided (see above 1-6) and considering that 
no other technical feature can be acknowledged which in the light of the prior art, could be 
regarded as a special technical feature in the sense of Rule 13.2 PCT, the International 
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Search Authority is of the opinion that there is no single inventive concept underlying the 
plurality of inventions of the present application in the sense of Rule 1 3.1 PCT. 
Consequently there is lack of unity and the different invention not belonging to a common 
inventive concept are formulated as the different subjects in the communication pursuant 
to Article 17(3)(a) PCT. 

In response to the invitation to pay additional fees, the applicant paid two fees to cover 
search and examination of inventions 2 and 5. 

V. Reasoned statement (Continuation) 

1 CITATIONS 

Reference is made to the following documents: 

D1 : WO 03/049752 A (INSTITUT PASTEUR; INSTITUT NATIONAL DE LA SANTE 
ET DE LA RECHERCHE MED) 1 9 June 2003 (2003-06-1 9) 

D2: WO 2004/022093 A (UNIVERSITY COLLEGE LONDON; MCINTYRE, 

GRAHAM; STANFORD, JOHN, LAWSON; S) 18 March 2004 (2004-03-18) 



2 NOVELTY (Art. 33(2) PCT) 

2.1 Invention 1 : use of an immune modulator composition comprising a whole cell 
bacterium from the genus Rhodococcus for the treatment or prevention of 
autoimmune diseases or disorders 



D1 discloses the use of a bacterial preparation comprising killed Rhodococcus 
bacteria for the treatment of autoimmune disease e.g. rheumatoid arthritis (see 
page 4, line 22-27; page 6, line 5-8; claims 3,5,1 5 and 1 6). In view of D1 , the 
subject-matter of claims 1 -7,1 1 -1 9,23 is not novel. 

The present application does not satisfy the criterion set forth in Article 33(2) 
PCT because the subject-matter of claims 1-7,11-19,23 is not new in respect of 
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prior art as defined in the regulations (Rule 64(1 )-(3) PCT). 

2.2 Invention 2 : use of an immune modulator composition comprising a whole cell 
bacterium from the genus Gordonia for the treatment or prevention of autoimmune 
diseases or disorders 

2.2. 1 In view of the prior art cited, the subject-matter of claims 1 -23 is considered to 
be novel and satisfies the criterion set forth in Article 33(2). 

2.3 Invention 5 : use of an immune modulator composition comprising a whole cell 
bacterium from the genus Tsukamurella for the treatment or prevention of 
autoimmune diseases or disorders 

2.3. 1 In view of the prior art cited, the subject-matter of claims 1 -23 is considered to 
be novel and satisfies the criterion set forth in Article 33(2) 

3 INVENTIVE STEP (Art. 33(3) PCT) 

3.1 Invention 1 : use of an immune modulator composition comprising a whole cell 
bacterium from the genus Rhodococcus for the treatment or prevention of 
autoimmune diseases or disorders. 

3.1 .1 Dependent claims 8-9 and 20-21 do not appear to contain any additional 
features which, in combination with the features of any claim to which they 
refer, involve an inventive step because it would be obvious for the skilled 
person, to use an immunomodulatory composition which is known for the 
treatment of autoimmune diseases also for the treatment of chronic graft 
rejection. 
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3.1 .2 Dependent claims 1 0 and 22 do not appear to contain any additional features 
which, in combination with the features of any claim to which they refer, involve 
an inventive step because the use of the specific Rhodococcus bacteria is 
merely a straightforward possibility from which the skilled person would select 
without the exercise of inventive skills. 

3.1 .3 The present application does therefore not satisfy the criterion set forth in Article 
33(3) PCT and the subject-matter of claims 8-1 1 0 and 20-22 does not involve 
an inventive step (Rule 65(1 )(2) PCT). 



3.2 Invention 2 : use of an immune modulator composition comprising a whole cell 
bacterium from the genus Gordonia for the treatment or prevention of autoimmune 
diseases or disorders 



For inventive step analysis of claim 1 , document D1 is considered to represent 
the closest prior art and discloses the use of a bacterial preparation comprising 
killed Actinomycetes bacteria comprising Mycobacteria, Nocordia and 
Rhodococcus for the treatment of autoimmune disease e.g. rheumatoid arthritis 
(see page 4, line 22-27; page 6, line 5-8; claims 3,5,1 5 and 16). The subject- 
matter of claim 1 differs in that the use of use of an immune modulator 
composition comprising a whole cell bacterium from the genus Gordonia for the 
treatment or prevention of autoimmune diseases or disorders is claimed. 

The problem to be solved by the subject matter of claim 1 may therefore be 
regarded as the provision of an alternative immune modulator composition for 
the treatment or prevention of autoimmune diseases or disorders. The solution 
would be the provision of an immune modulator composition comprising a whole 
cell bacterium from the genus Gordonia for the treatment or prevention of 
autoimmune diseases or disorders. 

This solution is considered to involve an inventive step because none of the 
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prior art documents suggests the use of bacteria from the genus Gordonia as an 
immune modulator for the treatment or prevention of autoimmune diseases or 
disorders and this would not be obvious for the skilled person. Therefore, the 
subject-matter of claim 1 and dependent claims 2-1 1 is considered to be 
inventive. 

Claims 12-23 related to methods of treatment using the composition of claim 1 , 
are for the same reasons also considered to be inventive. 



3.3 Invention 5 : use of an immune modulator composition comprising a whole cell 
bacterium from the genus Tsukamurella for the treatment or prevention of 
autoimmune diseases or disorders 

3.3.1 For inventive step analysis of claim 1 , document D1 is considered to represent 
the closest prior art and discloses the use of a bacterial preparation comprising 
killed Actinomycetes bacteria comprising Mycobacteria, Nocordia and 
Rhodococcus for the treatment of autoimmune disease e.g. rheumatoid arthritis 
(see page 4, line 22-27; page 6, line 5-8; claims 3,5,15 and 16). The subject- 
matter of claim 1 differs in that the use of use of an immune modulator 
composition comprising a whole cell bacterium from the genus Tsukamurella 
for the treatment or prevention of autoimmune diseases or disorders is claimed. 

3.3.2 The problem to be solved by the subject matter of claim 1 may therefore be 
regarded as the provision of an alternative immune modulator composition for 
the treatment or prevention of autoimmune diseases or disorders. The solution 
would be the provision of an immune modulator composition comprising a whole 
cell bacterium from the genus Tsukamurella for the treatment or prevention of 
autoimmune diseases or disorders. 

3.3.3 This solution is considered to involve an inventive step because none of the 
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prior art documents suggests the use of bacteria from the genus Tsukamurella 
as an immune modulator for the treatment or prevention of autoimmune 
diseases or disorders and this would not be obvious for the skilled person. 
Therefore, the subject-matter of claim 1 and dependent claims 2-1 1 is 
considered to be inventive. 

Claims 1 2-23 related to methods of treatment using the composition of claim 1 , 
are for the same reasons also considered to be inventive. 



4 INDUSTRIAL APPLICABILITY (Art. 33(4) PCT) 

4.1 For the assessment of the present claims 12-23 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claim's to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 



VI. Certain documents cited (Continuation) 
5.1 Certain published documents 



Application No 
Patent No 



WO 2004/022093 



Publication date 
(day/month/year) 

18/03/2004 



Filing date 

(day/month/year) 

05/09/2003 



Priority date (valid claim) 
(day/month/year) 

06/09/2002 
22/07/2003 



5.2 



The priority documents pertaining to the present application were not available at the 
time of establishing this first written opinion. Hence, it is based on the assumption 
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that all claims enjoy priority rights from the filing date of the priority document. If it 
later turns out that this is not correct, the above document cited in the international 
search report could become relevant to assess whether the claimed subject matter 
satisfy the criteria Set forth in Art. 33(1) PCT. 



VIII. Certain observations on the international application (Continuation) 

6.1 Claims 7 and 1 9 have features between brackets which result in a lack of clarity (Art. 
6 PCT). 



\ 
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